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THE REPLY FILED 14 September 2004 FAILS TO PLACE THIS APPLICATION IN CONDITION FOR ALLOWANCE. 
Therefore, further action by the applicant is required to avoid abandonment of this application. A proper reply to a 
final rejection under 37 CFR 1.1 13 may only be either: (1) a timely filed amendment which places the application in 
condition for allowance; (2) a timely filed Notice of Appeal (with appeal fee); or (3) a timely filed Request for Continued 
Examination (RCE) in compliance with 37 CFR 1 .114. 

PERIOD FOR REPLY [check either a) or b)] 

a) [3 The period for reply expires 3_months from the mailing date of the final rejection. 

b) IZ] The period for reply expires on: (1 ) the mailing date of this Advisory Action, or (2) the date set forth in the final rejection, whichever is later. In 

no event, however, will the statutory period for reply expire later than SIX MONTHS from the mailing date of the final rejection. 

ONLY CHECK THIS BOX WHEN THE FIRST REPLY WAS FILED WITHIN TWO MONTHS OF THE FINAL REJECTION. See MPEP 

706.07(f). 

Extensions of time may be obtained under 37 CFR 1 .136(a). The date on which the petition under 37 CFR 1 .136(a) and the appropriate extension 
fee have been filed is the date for purposes of determining the period of extension and the corresponding amount of the fee. The appropriate extension 
fee under 37 CFR 1.17(a) is calculated from: (1) the expiration date of the shortened statutory period for reply originally set in the final Office action; or 
(2) as set forth in (b) above, if checked. Any reply received by the Office later than three months after the mailing date of the final rejection, even if 
timely filed, may reduce any earned patent term adjustment. See 37 CFR 1.704(b). 

1 0 A Notice of Appeal was filed on . Appellant's Brief must be filed within the period set forth in 

37 CFR 1.192(a), or any extension thereof (37 CFR 1.191(d)), to avoid dismissal of the appeal. 

2.[X] The proposed amendment(s) will not be entered because: 

(a) S they raise new issues that would require further consideration and/or search (see NOTE below); 

(b) O they raise the issue of new matter (see Note below); 

(c) [X] they are not deemed to place the application in better form for appeal by materially reducing or simplifying the 

issues for appeal; and/or 

(d) □ they present additional claims without canceling a corresponding number of finally rejected claims. 

NOTE: see attached . 
3-D Applicant's reply has overcome the following rejection(s): . 

4. Q Newly proposed or amended claim(s) would be allowable if submitted in a separate, timely filed amendment 

canceling the non-allowable claim(s). 

5. ^ The a)D affidavit, b)Q exhibit, or c)^ request for reconsideration has been considered but does NOT place the 

application in condition for allowance because: see attached . 

6. D The affidavit or exhibit will NOT be considered because it is not directed SOLELY to issues which were newly 

raised by the Examiner in the final rejection. 

7. ^ For purposes of Appeal, the proposed amendment(s) a)H will not be entered or b)D will be entered and an 

explanation of how the new or amended claims would be rejected is provided below or appended. 

The status of the claim(s) is (or will be) as follows: 

Claim(s) allowed: . 

Claim(s) objected to: . 

Claim (s) rejected: 10.11.13-15,17-22.25-29.31.32.34-38.46-59 and 61-64 . 

Claim(s) withdrawn from consideration: . 

8-D The drawing correction filed on is a)D approved or b)Q disapproved by the Examiner. 

9. D Note the attached Information Disclosure Statement(s)( PTO-1449) Paper No(s). . 

10. Q Other: 
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ADVISORY ACTION 

The amendment after final rejection filed on 9-14-2004 has not been entered. The 
proposed amendment raises new issues that would require further consideration and/or search. 
Minimally, claims 46, 47, 52 and 53 raise new issues requiring additional searches. 

Claims 10-11, 13-15, 17-22, 25-29,31-32, 34-38, 46-59 and 61-64 are pending and 
currently under examination. 

Applicant's arguments have been fully considered. However, since said arguments are predicated 
on amendments not made of record, they are deemed non-persuasive. Hence, all objections and 
rejections are maintained for reasons of record and are reiterated below. 

Claim Objections Maintained 

Claim 17 objected to under 37 CFR 1.75(c), as being of improper dependent form for 
failing to further limit the subject matter of a previous claim. Applicant is required to cancel the 
claim(s), or amend the claim(s) to place the claim(s) in proper dependent form, or rewrite the 
claim(s) in independent form. It should be noted that the aforementioned objection would be 
rendered moot if the proposed amendment had been entered. 

Claim Rejections Maintained 
Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude 11 granted by a patent and to prevent possible 
harassment by multiple assignees. See In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. 
Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 
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F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 
1970);and, In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be used to 
overcome an actual or provisional rejection based on a nonstatutory double patenting ground 
provided the conflicting application or patent is shown to be commonly owned with this 
application. See 37 CFR 1.130(b). 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 
CFR 3.73(b). 



The provisional rejection of claims 10-15, 17-22, 25-32, 34-38 and 46-59 and 61-62 
under the judicially created doctrine of obviousness-type double patenting as being unpatentable 
over claims 10-23 and 24-38 of copending Application No. 09/973013 is maintained for reasons 
of record. Applicant indicated that they intend to let this application go to allowance thereby 
obviating said rejection. The instant rejection will only be withdrawn when the instant claims are 
in condition for allowance and none of the cited claims in the copending application have been 
allowed. As stated previously, although the conflicting claims are not identical, they are not 
patentably distinct from each other because both sets of claims are drawn to methods of selecting a 
molecule of interest that can bind to a target ligand (or identifying a substance that modulates said 
binding) utilizing signal amplification system comprising a bacterial multi-hybrid system utilizing 
enzyme fragments and/or enzyme modulators to detect protein-protein interactions. The instant 
claims are also drawn to methods wherein said selection is done in a bacterium. 



35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 
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Claims 10-11, 13-15, 17-22, 25-29,31-32, 34-38, 46-59 and 61-64 are rejected under 35 
U.S.C. 1 12, second paragraph, as being indefinite for failing to particularly point out and 
distinctly claim the subject matter which applicant regards as the invention. 

The rejection of claims 14 and 27 Claims 14 and 27 are rendered vague and indefinite by 
the use of the phrase "chosen from adenylate cyclase or guanylate cyclase and a modulating 
substance" is maintained for reasons of record. The amendment to said claims is insufficient to 
overcome the rejection as step (B) recites "a second chimeric polypeptide" whereas step (A) 
recites "the first chimeric polypeptide". It is still unclear whether the modulating substance is a 
mandatory component of the first fragment or merely one of the possible options for the first 
fragment. 

Claims 10 and 25 are rendered vague and indefinite by the use of the phrase "wherein the 
signal triggers transcriptional activation and expression of a reporter gene". It is unclear what is 
meant by said phrase. Is the "transcriptional activation" of the reporter gene that in turn leads to 
its expression or is said "transcriptional activation" not directly related to the expression of the 
reporter gene? As written, it is still impossible to determine the metes and bounds of the claimed 
invention. 

Claims 46-47 and 52-53 are rendered vague and indefinite by the use of the term "protein 
involved in the catabolism of a nutritional marker". It is unclear what Applicant is claims since it 
is unclear what constitutes a "nutritional marker". Moreover, it is unclear what constitutes an 
"involvement in catabolism". 
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The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 46-57 are rejected under 35 U.S.C. 1 12, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention. This is a new matter rejection. 

Applicant has amended claims 46-47 and 52-53 to recite, "encoding a protein involved in 
the catabolism of a nutritional marker". This phrase does not appear in the specification, or 
original claims as filed. Applicant does not point out specific basis for this limitation in the 
application, and none is apparent. Moreover, the portion of the Specification cited by Applicant 
relates to the activation of catabolic operons by cAMP. Therefore this limitation is new matter. 

Claims 46-47 and 52-53 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. 

The claims are drawn to a vast genus of gene fragments. To fulfill the written description 
requirements set forth under 35 USC § 1 12, first paragraph, the specification must describe at 
least a substantial number of the members of the claimed genus, or alternatively describe a 
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representative member of the claimed genus, which shares a particularly defining feature 
common to at least a substantial number of the members of the claimed genus, which would 
enable the skilled artisan to immediately recognize and distinguish its members from others, so 
as to reasonably convey to the skilled artisan that Applicant has possession the claimed 
invention. To adequately describe the genus of antibodies, Applicant must adequately describe 
the biological function of said gene fragments. 

However, the specification does not disclose distinguishing and identifying features of a 
representative number of members of the genus of polynucleotides to which the claims are drawn 
(including a fragment consisting of a single nucleic acid), such as a correlation between the 
structure of the polynucleotide and its recited function, so that the skilled artisan could 
immediately envision, or recognize at least a substantial number of members of the claimed 
genus of gene fragments. Moreover, the specification fails to disclose which nucleic acid 
residues are essential to the function of the polynucleotide, or which nucleic acid residues might 
be replaced or deleted so that the resultant polynucleotide retains the activity of its parent. 
Therefore, the specification fails to adequately describe at least a substantial number of members 
of the genus of peptides to which the claims refer; and accordingly the specification fails to 
adequately describe at least a substantial number of members of the claimed genus of gene 
fragments. 

MPEP § 2163.02 states, "[a]n objective standard for determining compliance with the 
written description requirement is, 'does the description clearly allow persons of ordinary skill in 
the art to recognize that he or she invented what is claimed' The courts have decided: 

The purpose of the "written description" requirement is broader than to merely explain how to 
"make and use"; the applicant must convey with reasonable clarity to those skilled in the art that, 
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as of the filing date sought, he or she was in possession of the invention. The invention is, for 
purposes of the "written description" inquiry, whatever is now claimed. 

See Vas-Cath, Inc. v. Mahurkar, 935 F.2d 1555, 1563-64, 19 USPQ2d 1111, 1117 (Federal 
Circuit, 1991). Furthermore, the written description provision of 35 USC § 1 12 is severable 
from its enablement provision; and adequate written description requires more than a mere 
statement that it is part of the invention and reference to a potential method for isolating it. See 
Fiers v. Revel, 25 USPQ2d 1601, 1606 (CAFC 1993) mid Amgen Inc. V. Chugai Pharmaceutical 
Co. Ltd., 18USPQ2dl016. 

The Guidelines for Examination of Patent Applications Under the 35 U.S.C. 112, 
paragraph 1, "Written Description" Requirement (66 FR 1099-1 111, January 5, 2001) state, 
"[possession may be shown in a variety of ways including description of an actual reduction to 
practice, or by showing the invention was 'ready for patenting' such as by disclosure of drawings 
or structural chemical formulas that show that the invention was complete, or by describing 
distinguishing identifying characteristics sufficient to show that the applicant was in possession 
of the claimed invention" {Id. at 1 104). Moreover, because the claims encompass a genus of 
variant species, an adequate written description of the claimed invention must include sufficient 
description of at least a representative number of species by actual reduction to practice, 
reduction to drawings, or by disclosure of relevant, identifying characteristics sufficient to show 
that Applicant was in possession of the claimed genus. However, factual evidence of an actual 
reduction to practice has not been disclosed by Applicant in the specification; nor has Applicant 
shown the invention was "ready for patenting" by disclosure of drawings or structural chemical 
formulas that show that the invention was complete; nor has Applicant described distinguishing 
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identifying characteristics sufficient to show that Applicant were in possession of the claimed 
invention at the time the application was filed. 

The Guidelines further state, "[f]or inventions in an unpredictable art, adequate written 
description of a genus which embraces widely variant species cannot be achieved by disclosing 
only one species within the genus" (Id. at 1 106); accordingly, it follows that an adequate written 
description of a genus cannot be achieved in the absence of a disclosure of at least one species 
within the genus. Therefore, because the art is unpredictable, in accordance with the Guidelines,, 
the description of gene fragments is not deemed representative of the genus of peptides to which 
the claims refer. 

Conclusion 

No claim is allowed. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Robert A. Zeman whose telephone number is (571) 272-0866. 
The examiner can normally be reached on Monday- Thursday, 7am -5:30 p.m.. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Lynette Smith can be reached on (571) 272-0864. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Robert A. Zeman 
October 25, 2004 
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